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DETAILED ACTION 

1. Claims 1-10, 15-24 are currently pending in the instant application and 
claims 11-14 are cancelled. 

Priority 

2. This application is filed on 04/06/2005, which is a 371 of 
PCT/SE03/01604, filed on 10/15/2003, which claims priority of SWEDEN 
0203070-8, filed on 10/16/2002. 

The claimed benefit of priority date is denied. There is no priority 
document on the file. The filing date of the instant application is 10/15/2003. 

3. Claim Rejections • 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-10, 15-24 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claims 1-10, 15-24 are rejected because the term " electron-withdrawing 
groups" is confusing. The "electron-withdrawing groups " can be started form 
halogen groups, CN, N02, etc. Correction is required. 

4. Claims 1-10, 15-24 are rejected because the tenn " Cmo divalent group 
that separates groups connected thereto by one or two atoms" in the definition 
for X is confusing. What is the term "d.io divalent group that separates groups 
connected thereto by one or two atoms " means? Correction is required. 
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5. Claims 1-10, 15-24 are rejected because the term " C4-12 divalent aromatic 
group" In the definition for Ar is confusing. What is the term "C4-12 divalent 
aromatic group " means? Correction is required. 

6. Claim 17 is rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. The term "producing a compound" is 
confusing. There is no reaction step to produce a compound by reacting a 
compound of formula (II) with R^OArXCOA. Correction is required. 

7. Claim 18 is rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. The temi "producing a compound" is 
confusing. There is no reaction step to produce a compound by reacting a 
compound of formula (III) with formaldehyde. Correction is required. 

8. Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of canying out his invention. 

Claims 16, and 22-24 are rejected under 35 U.S.C. 112, first paragraph, 

as failing to comply with the enablement requirement. The claim(s) contains 

subject matter, which was not described in the specification in such a way as to 

enable one skilled in the art to which it pertains, or with which it is most nearly 

connected, to make and/or use the invention. 
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There are many factors to be considered when detemiining whether there 
is sufficient evidence to support a detemiination that a disclosure does not satisfy 
the enablement requirement and whether any necessary experimentation is 
"undue". These factors include 1) the breadth of the claims, 2) the nature of the 
invention, 3) the state of the prior art, 4) the level of one of ordinary skill, 5) the 
level of predictability in the art, 6) the amount of direction provided by the 
inventor, 7) the existence of working examples, and 8) the quantity of 
experimentation needed to make or use the invention based on the content of the 
disclosure. In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 
1988). 

1) The breadth of the claims. 

2) The nature of the invention, 

3) The state of the prior art, 

4) The level of one of ordinary skill, 

5) The level of predictability in the art, 

6) The amount of direction provided by the inventor, 

7) The existence of working examples, 

8) The quantity of experimentation needed to make or use the invention based 
on the content of the disclosure. 

The nature of the invention: The Instant invention is drawn to a method for the 
therapy of pain in a warm-blooded animal, using the compound of claims 1 or 8 
or 9 or 10. 

The state of the prior art: " The endocannabinoid system exerts an important 
neuromodulatory role in mammals. Knockout mice lacking cannablnoid (CB) 
receptors exhibit significant morbidity. The genes encoding CB receptors and 
FAAH appear to have been lost in Insects, or their protein sequences mutated 
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into unrecognizable pseudogenes. The lack of a functional endicannabinoid 
system in insects is quite remarkable, because the system appears to be 
physiologically important in mammals, and the system exists in animals 
phylogenetically older than insects."( Mcpartland et al., The Journal of 
Comparative neurology, Vol. 436, pages 423-429). 
The predictability in the art: It is noted that the phannaceutical art is 
unpredictable, requiring each embodiment to be individually assessed for 
physiological activity. In re Fisher, 427 F. 2d 833, 166 USPQ 18 (CCPA 1970) 
indicates that the more unpredictable an area is, the more specific enablement is 
necessary in order to satisfy the statute. In the instant case, the instantly claimed 
invention is highly unpredictable since one skilled in the art would recognize that 
in regards to the therapeutic effects, whether or not the compounds of formula of 
claim 1 would be useful for treating a phannacological condition in a subject. 
Amount of guidance/working examples: On pages 24-32 and Table 1 of the 
specification, applicant has examples of test compounds for assay of hCB1 and 
hCB2 activity. However, applicant has not guidance or examples for the therapy 
of pain in a warm-blooded animal. 

The breadth of the claims: The breadth of claims is drawn to a method for the 
therapy of pain in a warm-blooded animal, using the compound of claims 1 or 8 
or 9 or 10. 

The quantity of undue experimentation needed: Since the guidance and 
teaching provided by the specification is insufficient for therapy of pain in a warm- 
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blooded animal, using the compound of claims 1 or 8 or 9 or 10, one of ordinary 
skill in the art, even with high level of skill, is unable to use the instant 
compounds as claimed without undue experimentation. 

The level of the skill in the art: The level of skill in the art is high. However, due 
to the unpredictability in the pharmaceutical art, it is noted that each embodiment 
of the invention is required to be individually assessed for physiological activity 
by in vitro and in vivo screening to determine which compounds exhibit the 
desired pharmacological activity and which diseases would benefit from this 
activity. 

Taking all of the above into consideration, it is not seen where the instant 
claims 16, and 22-24, for therapy of pain In a warm-blooded animal, using the 
compound of claims 1 or 8 or 9 or 10, have been enabled by the instant 
specification. 

9. Claim Rejections - 35 USC § 102 

The following Is a quotation of the appropriate paragraphs of 35 
U.S.C. 102 that form the basis for the rejections under this section made in this 
Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

(e) the invention was described In a patent granted on an application for patent by another filed in the 
United States before the invention thereof by the applicant for patent, or on an international application 
by another who has fulfilled the requirements of paragraphs (1). (2). and (4) of section 371(c) of this 
title before the invention thereof by the applicant for patent. 
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The changes made to 35 U.S.C. 102(e) by the American Inventors 
Protection Act of 1999 (AlPA) and the Intellectual Property and High Technology 
Technical Amendments Act of 2002 do not apply when the reference is a U.S. 
patent resulting directly or indirectly from an international application filed before 
November 29, 2000. Therefore, the prior art date of the reference is determined 
under 35 U.S.C. 102(e) prior to the amendment by the AlPA (pre-AlPA 35 U.S.C. 
102(e)). 

Claims 1, 5-6, 15, and 19-21 are rejected under 35 U.S.C. 102(a) as being 
anticipated by Lau et al., WO 03/053938. Lau et al. disclosed the instant claimed 
compounds, which from the STN is 
RN 552839-46-0 

CM b-Alanine, N-[[2-[2-(2-methoxyphenyl)ethyl]-1-(4-phenylbutyl)-1 H- 
benzimidazol-5-yl]carbonyl] 

'^(cii2)»-r» 

RN 552839-53-9 

ON b-Alanine, N-[[1 -[[3,5-bis(trifluoromethyl)phenyl]methyl]-2-[(2- 
methoxyphenyl)methyl]-1H-benzimidazol-5-yl]carbonyl] 



,_,„_\P Therefore, the 

instant claim is anticipated by Lau et al. 

10. Claims 1 , and 15 are rejected under 35 U.S.C. 102(a,e) as being 
anticipated by Cheng et al., WO 2002085866. Cheng et al. disclosed the instant 
claimed compounds, which from the STN is 
RN 474015-09-3 

ON 1H-Benzimidazole-1 -propanoic acid, 5-[(diethylamino)carbonyl]-2-[(4- 
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ethoxyphenyl)methyl]-, methyl ester, trifluoroacetate 




RN 474015-20-8 

CN 1 H-Benzimidazole-5-carboxamide, 1-[2-(acetylmethylamino)ethyl]-2-[(4- 
ethoxyphenyl)methyl]-N,N-diethyl-, mono(trifluoroacetate) 




RN 474015-39-9 

CN 1 H-Benzimidazole-5-carboxamide, 1-[2-(dimethylamino)-1-methylethyll-2- 
[(4-ethoxyphenyl)methyl]-N,N-dlethyl-, trifluoroacetate 




RN 474015-48-0 

CN 1 H-Benzimldazole-5-carboxamide, 1-(cyclopropylmethyl)-2-[(6-ethoxy-3- 
py ridlny l)methy l]-N , N-d iethyl 

RN 474016-36-9 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-dlethyl- 
1 -(3-thienylmethyl)-, trifluoroacetate 




RN 474016-41-6 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1- [(2R)-2-pyrrolidinylmethyl]-, trifluoroacetate 
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RN 474016-46-1 

CN 1 H-Benzimidazple-S-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-cliethyl- 
1-[[(2S)-tetrahydro-2-furanyl]methyl]-, trifluoroacetate 



OEt 




RN 474016-51-8 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)nnethyl]-N,N-diethyl- 
1- [[(2R)-1-methyl-2-pyrrolidlnyl]methyl]-, trifluoroacetate 




RN 474016-56-3 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-dietliyl- 
1- [[(2R)-1-methyl-2-piperidinyl]methyl]-, trifluoroacetate 




RN 474016-61-0 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyll-N,N-dietliyl- 
1 -[[(2S)-1 -methyl-2-piperidinyl]methyl]-, trifluoroacetate 




RN 474016-67-6 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)hydroxymetliyl]-N,N- 
dietliyl-1 -(3-methylbutyl)-, trifluoroacetate 

RN 474017-17-9 
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CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-dlethyl- 
1 -[(5-nitro-2-thienyl)methyl]- 



RN 474015-15-1 

CN 1H-Benzlmida2ole-5-carboxamide, 1-(2-aminoethyl)-2-[(4- 
ethoxyphenyl)methyl]-N,N-diethyl-, trifluoroacetate 

RN 474015-62-8 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1- (3-methylbutyl)-, trifluoroacetate 




RN 474015-69-5 

CN 1 H-Benzimidazole-5-carboxamide, 2-(4-ethoxybenzoyl)-N,N-diethyl-1-(3- 
methylbutyl) 




RN 474014-92-1 

CN 1H-Benzimidazole-5-carboxamide, N,N-diethyl-2-[(4- 
methoxyphenyl)methyl]-1 - [2-(4-morpholinyl)ethyl]-, tris(trif luoroacetate) 




RN 474014-98-7 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1 -(2-methoxyethyl)-, trifluoroacetate 




RN 474015-03-7 

CN 1 H-Benzimldazole-5-carboxamide, 1 -[2-(acetylamino)ethyl]-2-[(4- 
ethoxyphenyl)methyl]-N,N-diethyl-, trifluoroacetate 
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RN 474015-25-3 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1 -methyl-, trifluoroacetate 




RN 474015-25-3 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1 -methyl-, trifluoroacetate 




RN 474015-29-7 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1 -(2-phenylethyl)-, mono(trifluoroacetate) 



RN 474015-37-7 

CN 1 H-Benzimidazole-5-carboxamlde, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1 -[2-(1 -plperidinyl)ethyl]-, trifluoroacetate 

RN 474015-44-6 

CN 1H-Benzimidazole-5-carboxamide, 1-(cyclopropylmethyl)-2-[(4- 
ethoxyphenyl)methyl]-N,N-diethyl-, trifluoroacetate 

RN 474015-52-6 

CN 1 H-Benzimidazole-5-carboxamide, 1-[2-(dimethylamino)ethyl]-2-[2-(4- 
ethoxyphenyl)ethyl]-N,N-diethyl 
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0 

Et2ll-{ 



'^'^0— CM2- CH2-0^ 



CN2-CH2-NHP2 



RN 474015-56-0 

CN 1 H-Benzimidazole-5-carboxamide, 1-(cyclopropylmethyl)-2-[2-(4- 
ethoxyp henyl)ethy l]-N , N-d iethy I 



lt2ll- 

RN 474015-66-2 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1 -(4-pyridinylmethyl)-, trifluoroacetate 



Q 

RN 474015-71-9 

CN 1 H-Benzimidazole-5-carbothioamide, 2-[(4-ethoxyphenyl)methyl]-N,N- 
djethyl-1-(3-methylbutyl) 



Et2N 



^CH2-CH2-CHHp2 

RN 474015-73-1 

CN 1 H-Benzimidazole-5-carboxamide, N-cyclohexyl-1 -(cyclopropylmethyl)-2- 
[(4-ethoxyphenyl)methyl]-N-methyl-, hydrochloride 



RN 474016-14-3 

CN 3H-lm'idazo[4,5-blpyridine-6-carboxamide, 3-(cyclopropylmethyl)-2-[(4- 
ethoxypheny l)methyl]-N , N-diethyl 

RN 474017-37-3 

CN 1 H-Benzimidazole-5-carboxamide, 1-[2-(dimethylamino)ethyl]-2-[(4- 
ethoxyphenyl)methyl]-N,N-diethyl 
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RN 474017-41-9 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1-(2-propenyl) 

RN 474017-45-3 

CN 1H-Ben2imidazole-5-carboxamide, 1-cyclopropyl-2-[(4- 
ethoxyphenyl)methyl]-N , N-d iethyl 

RN 474017-49-7 

CN 1H-Benzimidazole-5-carboxamide, 1-(cyclopropylmethyl)-2-[(4- 
ethoxyphenyl)methyl]-N,N-bis(1-methylethyl) 

RN 474017-52-2 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1 -(2-pyridinylmethyl) 



RN 474017-58-8 

CN 1 H-Benzimidazole-5-carboxamide, N-cyclobutyl-1-(cyclopropylmethyl)-2-[(4- 
ethoxyphenyl)methyl]-N-methyl 

RN 474017-65-7 

CN 3H-lmidazo[4,5-b]pyridine-6-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N- 
diethyl-3-(3-methylbutyl) 



„ I] 

Et:s 




CB2' 



RN 474017-86-2 

CN 1 H-Benzimida2ole-5-carboxamide, 1-(cyclopropylmethyl)-2-[(5-ethoxy-2- 
pyridinyl)methyl]-N-ethyl 
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RN 474017-92-0 

CN 1H-Benzimidazole-5-carboxamide, 1-(cyclopropylmethyl)-2-[(4- 
ethoxyphenyl)methyl]-N-ethyl 

RN 474017-99-7 

CN 1 H-Benzimidazole-5-carboxamide, 1-[(2-chloro-4-thiazolyl)methyl]-2-[(4- 
ethoxypheny l)methy l]-N , N-d iethy I- 

RN 474018-02-5 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1 -(4-thiazolylmethyl) 



J 



RN 474018-06-9 

CN 1 H-Benzimidazole-5-carboxamlde, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
, 1-(2-qulnolinylmethyl) 



RN 474018-09-2 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(4-ethoxyphenyl)methyl]-N,N-diethyl- 
1-[3-(1H-imidazol-1-yl)propyl] 



RN 474018-13-8 

CN 1 H-Benzimidazole-5-carboxamide, 1-[2-(dimethylamino)ethyl]-N,N-diethyl-2- 
[[4-(trifluoromethoxy)phenyl]methyl] 



RN 474018-15-0 

CN 1 H-Benzimidazole-5-carboxamide, N,N-diethyl-1-[2-(4-morpholinyl)ethyl]-2- 
[[4-(trifluoromethoxy)phenyl]methyl] 
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RN 474018-19-4 

CN 1H-Benzimidazole-5-carboxamicle, N,N-cliethyl-2-[[4-(1- 
methylethoxy)phenyl]methyl]-1-[2-(4-morpholinyl)ethyl] 




RN 474018-22-9 

CN 1 H-Benzinnidazole-5-carboxamide, N,N-diethyl-1-[2-(1-piperldinyl)ethyl]-2- 
[[4-(trifluoromethoxy)phenyl]methyl] 

RN 474018-24-1 

CN 1 H-Benzimidazole-5-carboxamide, 2-[(1 E)-2-(4-ethoxyphenyl)ethenyl]-N,N- 
diethyl-1 -[(1 -ethyl-2-pyrrolidinyl)methyl] 




RN 474018-27-4 

CN 1 H-Benzimidazole-5-carboxamide, N,N-diethyl-1-[(1-ethyl-2- 
pyrrolidinyl)methyl]-2-[[4-(trifluoromethoxy)phenyl]methyl] 




RN 474018-31-0 

CN 1H-Benzimidazole-5-carboxamide, 1-(cyclopropylmethyl)-2-[(4- 
ethoxyphenyl)methyl]-N-ethyl-N-(phenylmethyl) 




RN 474018-34-3 

CN 1H-Benzimldazole-5-carboxamide, 1-(cyclopropylmethyl)-2-[(4- 
ethoxyphenyl)methyl]-N-[[(2R)-tetrahydro-2-furanyllmethyl] 
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RN 474018-66-1 

CN 1 H-Benzimidazole-5-carbothioamide, 1-(cyclopropylmethyl)-2-[(4- 
ethoxyphenyl)methyl]-N-[2-(3-pyridinyl)ethyl] 




RN 474018-69-4 

CN 1 H-Benzimidazole-5-carbothioamide, 1-(cyclopropylmethyl)-N-[2- 
(dimethylamino)ethyl]-2-[(4-ethoxyphenyl)methyl]-N-ethyl 




RN 474019-56-2 

CN 1 H-Benzimidazole-5-carboxamide, 1-[2-(dimethylamino)ethyll-2-[2-(4- 
ethoxyphenyl)ethyl]-N,N-diethyl-, hydrochloride 



cjj-CBj-jatej 



RN 474019-59-5 

CN 1 H-Benzimidazole-5-carboxamide, 1-(cyclopropylmethyl)-2-[2-(4- 
ethoxyphenyl)ethyl]-N, N-diethyl-, monohydrochloride 



RN 474020-70-7 

CN 3H-lmidazo[4,5-b]pyridine-6-carboxamide, 3-(cyclopropylmethyl)-2-[(4- 
ethoxyphenyl)methyl]-N, N-diethyl-, monohydrochloride 

. Therefore, the 

instant claim is anticipated by Cheng et al. 



11. 
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The nonstatutory double patenting rejection is based on a judicially 
created doctrine grounded in public policy (a policy reflected in the statute) 
so as to prevent the unjustified or improper timewise extension of the 
"right to exclude" granted by a patent and to prevent possible harassment 
by multiple assignees. See In re Goodman, 11 F.3d 1046, 29 USPQ2d 2010 
(Fed. Cir. 1993); In re Long!, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In 
re Van Omum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and, In re Thorington, 418 F.2d 528, 
168 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) 
may be used to overcome an actual or provisional rejection based on a 
nonstatutory double patenting ground provided the conflicting application 
or patent is shown to be commonly owned with this application. See 37 
CFR 1.130 (b). 

Effective January 1,1994, a registered attorney or agent of record 
may sign a terminal disclaimer. A terminal disclaimer signed by the 
assignee must fully comply with 37 CFR 3.73(b). 

Claims 1-10, 15-16, and 19-21 are provisionally rejected under the 
judicially created doctrine obviousness-type double patenting as being 
unpatentable over claims 1-6 of the US 7,030,139. Although the conflicting 
claims are not identical, they are not patentably distinct from each other because 
the current invention embraces the invention claimed in the above conflicting 
application based on the ground of the overlapping relationship. 

Determination of the scope and content of the prior art (MPEP 52141.01) 

Claims 1-6 of the US 7,030,139 claimed identical claims as the instant 
claims 1-10, 15-16, and 19-21. 
Ascertainment of the difference t)etween the prior art and the claims (MPEP 52141. 02) 

The difference between the instant claims and the prior art claims is that 
the instant claims have alkyi substituent such as CF3, CH2CF3, etc. for R""^ and 
R"^^ instead of the alkyI in the prior art. 

Finding of prima facia obviousness-rational and motivation (MPEP 52142.2143) 
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The instant claims 1-10, 15-16, and 19-21 are therefore fully embraced by 
the. prior art claims. 

This is provisional obviousness-tvoe double patenting rejection because 
the conflicting claims have not in fact been patented. 

12. Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Niloofar Rahmani whose telephone number is 
571-272-4329. The examiner can nonnally be reached on Monday through 
Friday from 8:30 am to 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Janet Andres, can be reached on 571-272-0867. The fax 
phone number for the organization where this application or proceeding is 
assigned is 703-872-9306. 

Infomiation regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or public 
PAIR. Status information for unpublished applications is available through Private 
PAIR only. For more infomiation about the PAIR system, see http://Dair- 
direct.uspto.aov . Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 



free). 



NILOOFAR RAHMANI 




09/17/2007 
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